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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 

Description, Pages 

1-15 as originally filed 
Claims, Numbers 

1-16 received on 01 .03.2004 with letter of 26.02.2004 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: f which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under 
Rule 55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. S This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

see separate sheet 

6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

IS claims Nos. 9,11 

because: 

S the said international application, or the said claims Nos. 9,1 1 with regard to IA (see separate sheet, item 
1a) relate to the following subject matter which does not require an international preliminary examination 



see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and 
or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



(specify): 



1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



3,5,14,16 (see separate sheet, item 4) 
1 ,2,4,6,13,15 (see separate sheet, item 4) 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



3,5,14,16 (see separate sheet, item 4) 

1-8,10,12-16 (see separate sheet, item 1c); 9,11 (see 
separate sheet, items 1a and 1b) 



Industrial applicability (IA) 



Yes: 



Claims 



No: 



Claims 



2. Citations and explanations 



see separate sheet 
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1 ) . a). Claims 9 and 1 1 relate to subject-matter considered by this Authority to be 

covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

b) . For the assessment of the present claims 9 and 1 1 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT Contracting 
States. The patentability can also be dependent upon the formulation of the 
claims. The EPO, for example, does not recognize as industrially applicable the 
subject-matter of claims to the use of a compound in medical treatment, but may 
allow, however, claims to a known compound for first use in medical treatment 
and the use of such a compound for the manufacture of a medicament for a new 
medical treatment. 

c) . The subject-matter of claims 1-8, 10 and 12-16 fulfils the requirements of 
industrial applicability. 

2) . The term " standard -antidiarrheal" (see claims 1,15 and 16) is unclear. 

3) . The term "lower" disclosed in the claims should be defined according to the 

description (see page 2, second paragraph). 

4) . The subject-matter of claims 1 ,2,4,6,13 and 15 is not novel since preparations for 

the treatment of cancer comprising combinations of epothilones (epothilones A-D; 

see page 6, table 1 and page 8, last two lines) with methotrexate are already 

known from D3 (=WO 00/61 142; see page 10, last paragraph). 

Your attention is drawn to the fact that the antidiarrheal-agent is an optional 

feature. 

The remaining claims 3,5,14 and 16 which are novel, do not involve an inventive 
step since combinations of epothilones with antimetabolites are obvious from 
documents D1-D3. In this connection it has to be observed that the description 
does not disclose any unexpected effects of the combinations of epothilone B with 
capecitabine or gemcitabine (see examples). 

D1 (=WO 99/43320; see the whole document and particularly page 9, last 
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paragraph; see page, 12, last paragraph; see page 17, line 7; see form page 25, 
last paragraph to page 26, line 4; examples 4 and 1 0) discloses preparations or 
methods of treatment of proliferative diseases with a combination of epothilones 
and especially epothilones A or B. 

D2 (=WO 01/92255) discloses for the treatment of cancer the use of epothilone 
derivatives with antimetabolites like methotrexate or combinations of epothilone 
derivatives with antidiarrheai agents (see page 40, lines 1 0 to 26). 

Combinations comprising epothilones A-D with gemcitabine, methotrexate or 5-FU 
for the treatment of cancer are already known from D3 (=WO 00/61 142; see page 
10, lines 13 ,20 and 26 and page 8, last two lines). 

5) . Your attention is drawn to the fact that instructions for use are not considered as 

technical features. Hence the subject-matter of claims 15-16 discloses nothing 
more than the composition per se. 

6) . The subject-matter of claims 7 and 8 discloses an epothilone derivative of formula 

I wherein A represents O, R is methyl, R' is methylthio and Z is O. This compound 
was not explicitly disclosed in the application as originally filed. Hence, the 
subject-mater of claims 7-8 goes beyond the disclosure in the application as filed. 
The same applies also to claims 9-12 due to their dependence to said claims 7-8. 
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What is claimed is: 



1. A combination which comprises (a) an antineoplastic antimetabolite selected from tegafur, 
capecitabine, cladribine,' cytarabine, fludarabine phosphate, fluorouridine, 6-mercaptopurine, 
hydroxyurea, methotrexate, edatrexate and salts of such compounds, and furthermore ZD 
1694 (RALTITREXED™), LY231514 (ALIMTA™), LY264618 (LOMOTREXOL™) and 
OGT719 and (b) an epothilone derivative of formula I 




(0 



O OH O 



wherein A represents O or NR Nl wherein R N is hydrogen or lower alkyl, R is hydrogen or 
lower alkyl, R' is methyl, mefhoxy, ethoxy, amino, methylamino, dimethylamino, 
aminomethyl or methylthio, and Z is O or a bond, 

in which the active ingredients (a) and (b) ere present in each case in free form or in the 
form of .a pharmaceutical^ acceptable salt, optionally, at least one pharmaceutical^ 
acceptable carrier and/or, optionally, a standard anti-diarrheal; for simultaneous, separate 
or sequential use. 

2. Combination according to claim 1 comprising an epothilone derivative of formula I wherein 
A represents O, R is lower alkyl or hydrogen, R' is methyl and Z is O or a bond. 

3. A combination which comprises (a) an antineoplastic antimetabolite and (b) an epothilone 
derivative of formula I according to claim I wherein A represents O, R is lower alkyl or 
hydrogen, R' is methoxy, ethoxy, amino, methylamino, dimethylamino, aminomethyl or 
methylthio, and Z is O or a bond. 

4. Combination according to any one of. claims 1 to 3 which is a combined preparation or. a 
pharmaceutical composition. 
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5. Combination according to any one of claims 1 , 2 or 4, when dependent on claims 1 or 2, 
wherein the antineoplastic antimetabolite is selected from tegafur, and capecitabine. 

6. Combination according to any one of claim 3 or 4, when dependent on ciaim 3, wherein 
the antineoplastic antimetabolite is selected from Srfluorouracil, tegafur, gemcitabine and 
capecitabine. 

7. Combination according to claim 3 wherein the antiproliferatively active ingredients are (a) 
the antineoplastic antimetabolite gemcitabine and (b) the epothilone derivative of formula 
I wherein A represents O, R is methyl, R' is methylthio and Z is O. 

8. Combination according to claim 1 or 3 wherein the antiproliferatively active ingredients are 
(a) the antineoplastic antimetabolite capecitabine and (b) the epothilone derivative of 
formula I wherein A represents O, R is methyl, R' is methyl or methylthio and Z is O. 

9. Method of treating a warm-blooded animal having a proliferative disease comprising 
administering to the animal a combination according to any one of claims 1 to 8 in a 
quantity which is jointly therapeutically effective against a proliferative disease and in 
which the compounds can also be present in the form of their pharmaceutical^ 
acceptable salts. 

10. A pharmaceutical composition comprising a quantity which is jointly therapeutically 
effective against a proliferative disease of a pharmaceutical combination according to any 
one of claims 1 to 8 and at least one pharmaceutical acceptable carrier. 

1 1 . Use of a combination according to any one of claims 1 to 8 for the treatment of a 
proliferative disease. 

12. Use of a combination according to any one of claims 1 to 8 for the preparation of a 
medicament for the treatment of a proliferative disease. 



13. Use of an antineoplastic antimetabolite selected from tegafur, capecitabine, cladribine, 
cytarabine, fludarabine phosphate, fluorouridine, 6-mercaptopurine, hydroxyurea, 
methotrexate, edatrexate and salts of such compounds, and furthermore ZD 1694 
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(RALTITREXED™), LY231514 (ALIMTA™). LY264618 (LOMOTREXOL ) and OGT719 
in combination with an epothilone derivative of formula I 




R' 



(I) 



O OH O 



wherein A represents O or NRn, wherein R N is hydrogen or lower alkyl, R is hydrogen or 
lower alkyl, R' is methyl, methoxy, ethoxy, amino, methylamino, dimethylamino, 
aminomethyl or methylthio, and Z is O or a bond, 

for the preparation of a medicament for the treatment of a proliferative disease. 

14. Use of an antineoplastic antimetabolite in combination with an epothilone derivative of 
formula I 




O OH O 



(I) 



wherein wherein A represents O, R is lower alkyl or hydrogen, R' is methoxy, ethoxy, amino, 

methylamino, dimethylamino, aminomethyl or methylthio, and Z is O or a bond, 
for the preparation of a medicament for the treatment of a proliferative disease. 

15. A commercial package comprising (a) an antineoplastic antimetabolite selected from 
tegafur, capecitabine, cladribine, cytarabine, fludarabine phosphate, fluorouridine, 6- 
mercaptopurine, hydroxyurea, methotrexate, edatrexate and salts of such compounds. 
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and furthermore ZD 1694 (RALTITREXED™), LY231514 (ALIMTA™), LY264618 
(LOMOTREXOL™) and OGT719 and (b) an epothilone derivative of formula I 




O OH O 



(0 



wherein A represents O or NR N , wherein Rn is hydrogen or lower alkyl, R is hydrogen or 
lower alkyl, R* is methyl, methoxy, ethoxy, amino, methylamino, dimethylamino. 
aminomethyl or methylthio, and Z is O or a bond, 

and, optionally, a standard anti-diarrheal, 

together with instructions for simultaneous, separate or sequential use thereof in the 
treatment of a proliferative disease. 

16. A commercial package comprising (a) an antineoplastic antimetabolite and (b) an 
epothilone derivative of formula I 




O OH O 



(I) 



wherein A represents O, R is lower alkyl or hydrogen, R' is methoxy, ethoxy, amino, 

methylamino, dimethylamino, aminomethyl or methylthio, and Z is O or a bond, 
and, optionally, a standard anti-diarrheal, 

together with instructions for simultaneous, separate or sequential use thereof in the 
treatment of a proliferative disease. 
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